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S1. Extraction of lidocaine as a free base 26
The lidocaine hydrochloride (purity >99%) obtained was used without further purifucation. 27
The drug as a salt was first dissolved in purified water (about 1 g in 10mL). The solution was 28 transferred into a separatory funnel. Then, 0.2 mL of 2 M Na 2 CO 3 was added into the solution. 29
Instantly, the solution became cloudy with many white fine particles being suspended. To 30 extract the free base of lidocaine, about 5 mL of ethylether was added into a separatory funnel. 
S5. Extraction of tetracaine as a free base 26
The tetracaine hydrochloride (purity >99%) obtained was used without further purification. 27
The drug as a salt was first dissolved in purified water (about 0.4 g in 20 mL). The solution 28 was transferred into a separatory funnel. Then, 0.2 mL of 2 M Na 2 CO 3 was added into the 29 solution. Instantly, the solution became cloudy with many white fine particles being 30 suspended. To extract the free base of tetracaine, about 15 mL of ethylester was added into 31 the funnel. During the extraction, the water layer gradually became clear. The organic layer 32 was transferred into a round bottom flask and concentrated by a rotary evaporator at room 33 temperature. 34
35
S6. Spiking urine with tetracaine 36
The urine extraction procedures similar with that describled by Fujii 12 were as follows: (1) To 11 0.5 mL of urine, add 0.3 mL of 2 M Na 2 CO 3 . (2) To each add 0.5 mL of isopentanol (purity 12 >98.5%). detected by the SID with about 300 times peak height of the noise. In Figure S2 (c), the 19 tetracaine was detected by the NPD with about 30 times peak height of the noise. The 20 sensitivity of the SID to tetracaine was more sensitive than that of the NPD we used. 
